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Abstract not available for JP2002527449T 
Abstract of corresponding document: US6656905 

A cyclic tetrapeptide compound and use thereof. Especially, a compound WF27082, a process for 
production of the compound by culturing, in a nutrient medium, a WF27082-producing strain belonging to 
Acremonium and recovering the compound from a culture broth, a pharmaceutical composition containing 
the compound as an active ingredient, in association with a pharmaceutical^ acceptable, substantially 
non-toxic carrier or excipient, the compound for use as a medicament, a use of the compound for 
manufacture of a medicament for inhibiting histone deacetylase, a use of the compound for manufacture 
of a medicament for treating or preventing inflammatory disorders, diabetes, diabetic complications, 
homozygous thalassemia, fibrosis, cirrhosis, acute promyelocytic leukaemia (APL), protozoal infections, 
organ transplant rejections, autoimmune diseases, or tumors, a use of histone deacetylase inhibitors as 
an immunosuppressant or an antitumor agent, and a use of histone deacetylase inhibitors for 
manufacture of a medicament for treating or preventing organ transplant rejections, autoimmune diseases 
or tumors are described. 
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(54) [5SW<D«ftt] !S3tt^h:7^:/:f Fft£fc:fc«J:tf*©ffl& 



(57) [Stt] 

§ittxh5^:/9 1 Ffc&«45«fctf*-©jm »fc, ftS 
tfcWF 2 7 0 8 2 , 7^ W^^ARIrJR-TSWF 2 7 

Kft^ttsmiR'r* c tic *.*£&<t&to<D&i&im. 
& br^jpi 1 1 1> icste^ t Lx-sti &mm& 

ft. B38£l<T©(&B©fc»©;r©fc-&«f, tXh>x 
7-t? fcliST *&*©B£©$Iji©;fca© H © 
ffc£ft©ffiffl. ^ffift^iS. «B«. Sfga-g-ttfiE. * 
7-fe 5 7> «6*fS. ffFBHt 3&ttW#tt«<4 
Stato (APL) , M£A«SSI!i£^BWi»tt«©iE 

»©E3l©«jS©fc*©C©ft^«i©fiffl. fcffiiflllWSI 

sfctt$ta«»ituT©tx k >f7tf7- en**) 
©ttffl, «<k^Big»«»©me, 

BBS $ tt^fct * fcft ©B*©SiS©ft: » 

©. txh>T7t?7- tes»i©fl[ffl^gE«an 

■5. 
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[SS#JS 1 ] ^TCO^COWF 2 7 0 8 2 it&to • 
lit I] 




[fl*^2] R^M^A-rfct), R 2 ^^^"CfcO, R 3 ^yfKi) 
19, ^ITR^tKn^r^S, 1 JClB«OWF 2 7 0 8 2{k^* e 

3 ] Sf6#^*F ERM BP-6539Sr#U <ErLTt*hV 

<0&m? o^d»6EI*i-8 r t let 9 »feit*fls£*. 

[«#«5] «#*lU:Ett<0WF2 7 0 8 2 <fc£*£|«fi1- 
oT, T * U^*A*£JI1- WF 2 7 0 8 2jt&*Sr*««ift1>-e««i-5 

[?§*f 6] T*U^?AJBiCJi-r5WF 2 7 0 8 2S^ttc3&S»*«3 
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o 

IcJB-f 5 IS88; ££*Jgi8!<f-?&*-t- 5 c * , is «fc Uttfl:*** b OJg* 7 

ussy : 
Ilk 2] 




-3- 



ft©. ?S*«i lTteffl (i) ote^&oteffl. 

r, *Mt£> fffsi^, (apl) , M&&ft&v>mm. * 



[ft*f 1 5] M*gl 4?ffifflSh5f^ (I) Srt hifclilMfefc 
•trST, i^ifSlE. ffFSHC, mttfI#M«ttaikiiS (APL) . SfcfiUMB&tt* 

r, n«sis> was, ^ssf-K^tteiL^ (apd . MHHt*«>ttafc. * 



lit 3) 
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-em^btitt (i) w{b-&«J»ffiffl. 

[m#mi7] »#^l?&ffl;*;ftS{fc£&WF 2 7 0 8 2fc. t l-Sfc 
OKitWfcfc©, -Cftffl$tt5{b-&feWF 2 7 0 8 2(Dm 
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(000 u 
[000 2] 

<d'&®&&0 z b&i.vt z Y-yfT-t?- 1 ?" tfifiWJttfc* h^iir-fe^Wb 
tr»*Lae^*aK»»«r&tfi-rt!»«ft6»irv^5. lot, fc*hv^T 

«.ttflfJ#fi»tt6iii^ (APL) , K&MMHfcft?) <Dltft<DtismfliZ 

[000 3] 

-A- 7 - 1 9 6 6 8 6l£BR;i%$*VCtr*Sa*. t ;* h yfrtf 5 

o 

[0 0 0 4] 

*38Wtt, g|g<h L-C#ffl4«r«4lltt^ h Kft^fcWF 2 7 0 8 2 

[0 0 0 5] 

[0 0 0 6] 

*aW0JM»&tt*fc, WF 2 7 0 8 24ifOt^ 



-6- 



•3-C, WF 2 7 0 8 2tiH<r>tX hSfT-tf-y— If&SflJtt, ftWfiMM^i. 
[0 0 0 7] 
[000 8] 

*3&9!cDg'Jtf>gfcjli, T^l^-frA (Acremonium) JglCj^-f^WF 2 7 0 8 
2K^*»*«»*i|>T©B»KJ:*WF 2 7 0 8 2<oKig*&$rfi»-f t 

[0 0 0 9] 

**W»Se>45»J«>B»l±. Sttrt»fc LtWF 2 7 0 8 2 &3trEX&jft 
[0 0 10] 

[0 0 11] 

[0 0 12] 
(1) « 

[0 0 13] 

[ft 4] 
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[0 0 14] 

0, fcSU R 3 *StK*T?**»^ R 2 tta:^-C*)a) Tfc5WF 2 70 8 2 

(2) R l #y?vU-CS>9, R 2 *at^/W-CJb 0 , R 3 as*^vl^*>!K LTR 4 
*fc Kn*S/"C*>a, ±15 (1) i:EtOWF2 7 0 8 2ft^* f 

(3) gffc#^FERM BP-6 5 3 * LT fc * h yf f 7^r^7- 
(4) t^h^T-t^?--<ia»jSttft#+«fl:^|fc-C*o-C, ±12 (3) IC 

* b r t J: 0 i^nsnfe 

(5) ±12 (1) JC8B«0WF 2 7 0 8 2ft^*Sr»aS-t-a*«fe-e*>o-C, T ^ 
^-^AJR|CHi-5WF 2 7 0 8 2S^*S:**««jip-e»*i-5r *5i 

(6) T^^^^A«|CjR-r5WF 2 7 0 8 2S^«^±f2 (3) iCfittOX 
8t*-C&>5, ±12 (5) lc|B*0>#as o 

(7) ±12 (1) ^E«<OWF 2 7 0 8 2ft«*Sr % E*±W*£;h#5*fttt 
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(1 1) « (i) «MWM**** t ^yrrtt7-«ti. 



10 0 15] 
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CO CH3 
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1 1) -et&mztizz: (i) <offc-&te©<£ffl. 
(i 4) $m<&m&. mm, a&a^aa. **a*s*?*$7. mmm. 
jms«. «tttM#attttdiu»i (apl) . m&®t&&omm, *fci*ia*« 

^^/W-efcU, R^M^/^fcli^f-^tfcD, R 3 * s *3il*fcli^f-^-C$)*) 
. *LTR 4 *«ltlct Kndfv/«aS4r#-f5t Kn^^-efcS* (I) <Offc 
BKIiAM. 

(1 5) ±12 (14) -?tiU8£tiZ<t&9o (I) «rfe h*fctt»*fc«-*-*-Sr. 
i:&S-&-fS> a**. a***tta. **S£3H>-?-fcS7., « 

liS, Jff5£3E, t.ttBU-B-K^ttSjfa^ (apl) SfctttMHMtftoJBfe. iE 

(16) a**. H^-a-Wffix **S^ffiiJ-7-lrSr, aaffi, 

attanaaaaaa (apd . MMimioaift. sfciiiB^g 
£a&teB*fc»i^K+S;fc»<oEa©«i6<0fc*<D, ±fa (14) -cfflv*e>ii 
( I ) <o<fc;-a-%i(Offiffl 0 

(17) ±12(1) T*M!Sil5fl:£WWF 2 7 0 8 2«\ t 

fe, 

(l 8) a£M4Mftj^l»a*&B*fcli?ar&fcft0BX0aaofcfc 
<0. ±12 (1) -Cffiffl$ft5{fc:-&!telWF2 7 0 8 2<0fffl ( 

(19) *a8aa*fcttttB*&fcLT0>. bxhvfTir^-^BMlo 

(20) m&&te®<r>&fe, ie^a^*. *fcita&£&B*fctt ; Hfrrs7'i 

10 0 17] 

(I) -ca-f 

[0 0 18] 

[ft 6] 
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[0 0 19] 

*. ) 

[0 0 2 0 J 
[00 2 1] 

[ft 7] 
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[0 0 2 3] 

R^fTl^*)?), R^^Sfctt^/l^fcO* R 3 #**Sfctt^ 

*ru R 3 as**-c*>5»g\ R 2 ^^w-efc5 % st (i) fc^siMswoft 

^fttt*fc, WF2 7 0 8 2 £t>l^ Q 
[0 0 2 4] 

[0 0 2 5] 
[0 0 2 6] 

a-) (fitt) r/^/K #£u>t><Df*, c^c^^/w*-^*-^ 
«itf, by (««) r^/^ijyu (w^tf, hu^^ui/y/K hy^A- 

v-y/K h y ^T-A^U/K tert-^yV-^^^Wi^y/K h y -tert-^ 

^5/ y /Keif) , (SjRr/w^r/v^r y-/v^y/u ^^-i?7i=;v 

S/U/K mfvl'-^ai^/l'S'SJ/K ^ntf/W-S^ais/l^y/K tert-:^ 

hy (c^c^ r/w^/w^y/^<tu t c 1 ^c 4 r/^/v-^73:^/^>y /vc 

fc«9ft, tUltffSU^^tt, tert-^/l^-^^^/we/y/V*3j;t5tert 
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10 0 2 7] 

GLTbX^fc&T/l'Jj/'ffr T-fefvK ^oefeK 

*x«rtfLTfc.fcv^*n (ffijR) r^***** (&») ta>*/4/\, wz. 

[0 0 2 8] 

Tfc<fc^7n>f/w («x.fi, sO^/J/K h/ioJMVK ^r^o-f/K t7K^ 

© 

[0 0 2 9] 

y^-A^^y /K 2- MJ7/vta^f;i/-2-> h 2 -^-WTiz 
2 »xf 2 - h !i 7/^n^f -7i^Ttf ;K 2-hy 
7;^a ^ 2 - /d 2 - 7x^;vrtf ;^ ^) tlVftmf btl 
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[0 0 3 0] 

a; (i) ^{k^*ttj6Sr*dcL-», -tit^fc^^i^^ 
mm® lift***, to«, (« 

%iVi/*?J*. 7* 5 = £<0lfi, 75 Will y 

[0 0 3 1] 
[0 0 3 2] 
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WF 2 7 0 8 2 B 


-CH 3 


— CH 2 CH 3 


~CH 3 


-OH 


WF 2 7 0 8 2 E 


~CH 3 


-CH 2 CH 3 


-H 


-OH 


WF 2 7 0 8 2 F 


-CH 3 


"CH 3 


"CH 3 


-OH 


FR2 3 5 2 2 0 


-CH 3 


-CH 3 


-H 


-OH 



[0 0 3 3] 

WF2 7 0 8 2Bft HTOlfcaft*tt»tt*r*1-* : 
C 30 H 44 N 4 O 6 



ESI-MS (+) : m/z 557 (M + H) + 

ESI-MS (-): m/z 555 (M - H) " 

ttttat* : 

[a] D (23 , t:) -129° (c=0.5, ^nntfvVAcfO 
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Xwu»9J-M: 235(sh) 
Xpax (^/-/U+O.OINHCI): 235(sh 
Xmn * / -^ +0 ' 01N Na0H) : 235 

JH?P-7^77-f- COO: 

Silica Gel 60 ' 

F254* (20:1 " vA) 

*E. MerckttK 

fi&mft?*^**?' 7 - 1 '' (HPLC): 

4kW '■ 

YMC ODS AM-303" (ft $ 250 ,«»Xf*}S4.6 ■) 

SE)£ : 1.0 ml/ ft 
tfcffi : UV (210 nnfC) 

■ 10. 2» 
**YMC Co. , Ltd. ttK 

*!r^-b) =3300. 2960, 2940, 2880, 1715, 1680, 1660, 1630. 1510 
1440. 1380, 1250, 1060 cm 1 
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, SS*PTt6). 5.81 (1H, s, SS*^rfi). 5. 16 (1H. m), 4.67 (1H, m), 4.26- 
4.16 (2H, m), 4.05 (1H, dd, J=10 &; 7.5 Hz), 3.56 (1H, d, J=5Hz, &&~*1ffe 
), 3.24 (1H, dd, J=13.5 &; 10Hz), 2.96 (1H, dd, J=13. 5 &; 6Hz), 2.73 (1H, 
dd, J=10 &; 8Hz), 2.62 (1H, m), 2.54 - 2.29 (4H, m), 2.16 (1H, m), 1.82 ( 
1H, n>), 1.66 - 1.56 (3H, m), 1.38 (3H, d, J=7Hz), 1.41 - 1.27 (5H, m), 1 
.28 (3H, s), 0.88 (3H, d, J=6.5Hz), 0.84 (3H, t, J=7Hz) 0 

(125 MHz, CDC1 3 ) 8C 
212.4 (s), 175.6 (s), 174.1 (s), 173.1 (s), 171.9 (s) f 137.0 (s), 129.0 
(d) x 2, 128.6 (d) x 2, 126.7 (d), 72.6 (d), 63.0 (s), 58.0 (d), 54.4 (d 
), 53.8 (t), 53.3 (d), 37.2 (t) ? 35.7 (t), 33.0 (t), 32.8 (d), 28.8 (t), 
28.8 (t), 27.8 (t), 25.3 (t), 23.2 (t), 22.4 (q), 19.8 (q), 18.1 (q), 8 
.4 (q) e 

[0 0 3 4] 

WF 2 7 0 8 2EI1 «T<0*Sfl:¥«teJf&frr* : 
C 29 H 42 N 4 O e 

ES1-MS (+) : m/z 543 (M + H) 

[a] D (23 < C) -137° (c=0.2, ^Dn^A« 

*max (t?/-/^): 235 (sh) 

^max (^/-/M-O-OIN HC1): 235(sh) 

X max * J -/U+0. 01N NaOH) : 235 (sh) 

: 
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: ^>-t py £{tf&-*KJS, *-y r>*R^ y t 

»liS^DvK77^ (TLC) : 

mwm Rftt 

Silica Gel 60 ^Dn^:^y-^ 0.46 

F254* (20:1, v/v) 

*E. MerckltK 

^Ebffi : Tir hy/V : tK=50 : 50 

joy J* \ YMC ODS AM-303~(;g£250 mmXf*9&4.6 mm) 

MX ; 1.0 b1/5> 

; UV (210 nmlCT) 
«»»M; 7.6# 
**YMC Co. , Ltd. ttSf 

vmax <:=■— h) : 3300, 2940, 1720, 1690, 1660, 1630, 1530, 1460, 1420, 
1380, 1320, 1250, 1150, 1060 cm" 1 

(500 MHz, CDC1 3 ) 6H 
7.54 (1H, d, J=10Hz, 7.29 - 7.17 (5H, ra), 7.10 (1H, d, J=10Hz, 

£&»T!B). 5.82 (1H, s, XtfeBltB), 5.19 (1H, m), 4.67 (1H, m) f 4.26 - 4 
.17 (2H, m), 3.85 (1H, m), 3.54 (1H, br. s, XJfcpTJB), 3.30 - 3.20 (2H, m 
), 2.96 (1H, dd, J=14 &; 6Hz). 2.54 - 2.38 (2H, m), 2.36 - 2.28 (2H, m), 
2.18 - 2.12 (2H, m), 1.84 - 1.72 (3H, m), 1.67 - 1.57 (3H, m), 1.38 (3H, 

d, J=7Hz), 1.37 - 1.23 (4H, m), 1.28 (3H, s), 0.83 (3H, t, J=7Hz) 
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(125 MHz, CDCI3) 6C 
212.4 (s), 175.6 (s), 174.1 (s), 172.8 (s), 171.8 (s), 137.0 (s), 129.0 
(d) x 2, 128.6 (d) x 2, 126.7 (d), 72.6 (d) f 63.1 (s), 57.8 (d), 54.4 (d 
), 53.3 (d), 47.0(t), 37.3 (t), 35.8 (t), 28.8 (t), 28.7 (t), 27.9 (t), 
25.3 (t), 25.0 (t), 24.7 (t), 23.2 (t), 22.4 (q), 19.8 (q), 8.4 (q). 

mw<o^ : 

[0 0 3 5] 

WF 2 7 0 8 2 Fit, aTW»lft*tt«Htm5 : 
C 29 H 42 N 4 0 6 

ESI-MS (+): m/z 543 (M + H) + 
ttJ63t« : 

[a] D (23 < t:) -114° (c=0.3,^pp*^W 

*max (;<*/ — 235(sh) 

*max * /W+0. 01N HC1) : 235(sh) 

X max J — /H-0. 01N NaOH) : 235 (sh) 

®#&: 

»S^n7^77^ (TLC) : 

J»M»« Rftt 

Silica Gel 60 ^dd^:^^;-;1/ 0.47 

F254* (20:1, v/v) 



*E. MerckttK 

YVyyj- (HPLC): 

^»ffi:T± h^h!;/U:^ = 50:50 

ijyU : YMC ODS AM-303~ (£ £ 250 mm Xf*9&4.6 mm) 

mm : 1.0 ml/# 

tfcffl : UV (210 nmlCT) 

~YMC Co. , Ltd. ttM 
hyw : 

vmax (~-h):3300, 2930, 1720, 1690, 1660, 1630, 1530, 1440, 1390, 
1280, 1180, 1120, 1060 cm" 1 

(500 MHz, CDC1 3 ) 6 H 

7.47 (1H, d, J=10Hz, £&"*TIE), 7.30 - 7.18 (5H, m), 7.17 (1H, d, J=10Hz, 
Bum*), 5.88 (1H, s, SSiftBTIB), 5.14 (1H, m), 4.66 (1H, m), 4.26 - 4. 
14 (2H, m), 4.05 (lH.dd, J=10 &; 8Hz), 3.54 (1H, d, J=5Hz, £ftnJfE), 3.2 
7 (1H, dd, J=14 &; 10 Hz), 2.94 (1H, dd, J=14 &; 6Hz), 2.70(1H, dd, J=10 &; 

8 Hz), 2.6K1H, m), 2.53 - 2.35 (3H, m), 1.80 (1H, m), 1.78 (3H, s), 1. 
70 - 1.57(3H, m), 1.40 - 1.25 (5H, m), 1.38 (3H, d, J=7Hz), 1.34(3H, s), 

0.86 (3H, d, J=7Hz) 

(125 MHz, CDC1 3 ) 6C 
212.4 (s), 175.6 (s), 174.3 (s), 173.0 (s), 171.9 (s), 137.0 (s), 129.0 
(d) x 2, 128.6 (d) x 2, 126.7 (d), 72.6 (d), 58.8 (s), 57.9 (d), 54.3 (d 
), 53.9 (t), 53.5 (d), 37.3 (t), 35.7 (t), 33.0(t), 32.8(d), 28.8 (t), 2 
8.7 (t), 26.5 (q), 25.2 (t), 23.5 (q), 23.2 (t), 19.8 (q) f 18.1 (q) c 



-19- 



[0 0 3 6] 

±R<Dfomt¥ftft&&£V£bk5>mRfrb. WF 2 7 0 8 2 B, 
[0 0 3 7] 

WF 2 7 0 8 211, T^^^A|:Sf5WF2 7 0 8 2it» 
T^U^-^A No. 2 7 0 8 2) &*£:/d ^^Tft*"tS w £ 

[0 0 3 8] 

R 4 #fc Ko^V«a*Sr*1-5 t Ko^^-CtSWF 2 7 0 8 2I4 
[0 0 3 9] 

fc<0 % ^ (fife) T>i/*/u^/u***>K (flittf, fijRT/w*/M^ 

) ) , bPfefeS/SJ/WL** M> (fife) m^>!)^?-fK ( 

matt* hyyf/^y/^Dy k, Mixf^j^p* h\ mj^ttw/ 

^/V-i/7x^^ixy/uya ^ h\ t!VV-^ h P/l^y/l^a V b\ tert- 

L#S7 5//Wt»J («itf, ^/^^»*5J:^*«)KjCttKW* ( 

Sf^7>f h\ HkfeAtt, fSttT^ K, ffitt^Tvuft^) ) 

K («*.«, m&V>m (Mx.ll i^Tyu^y^K, 7xx/vyy», ^7x 
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h\>7A'**mmkx) s %9***'*>m matt, ft if 

-fs^—zK 4 -imw s ^/-/k vtrfr*?*/—^ wry 

^Hd7x^;Vx^t/K 2, 4-^-hn7x^;Vi^f/K M)^dp7x 

^7 , /7xx;H^f/l', 7x^ftx7f;K p — h n^x^/^^-zc 
*7VK p-^ U-^/^^3i^7 l /K #/U#*i^^V^:t^.*7VK t'!)^ 

>\ 1 - fc (1 H) - try K>\ N-fc Kn^v'^v'W 5 K 

[0 0 4 0] 

[0 0 4 1] 

[0 0 4 2] 

s Tfrxv&m y^?*, ■j-hy**, #y*Aft*f) , 

r>i/*y±«4tjR ******* , r/iofry («*« 
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, T^#y hy*A, y* a* 

tf, SMM-hy 9-Meif) , M7/uW>y hy^Tvvr^fc 
if) , trys^fl^* tfy^ n^v?>\ trail V* 4-n, n- 

vt^frT^j tr y s?yft« % ^/yvftif) . 

[0 0 4 3] 

#^SKft**[*IJltf, N, N' -^>^n^*->/u*7W*i;-f * K, N- 
i/^n^^/U-N' - (4 - ^75 ; ^ pa*^) a^sKSMSK 
, N, N' -yx^^^U*, N, N' -*MVfn*fl'iifi'ilL*M% 

% ^fW;yM N, N- (2-j*?vW^ 

y-N-i/^n^V/W S ^ftif) ; tl^7-f ytt4fc(i7*f UVfix-T 1 

N-t Kn^^y^/ h !i 7/~^i9*07/^ySi^f/Kixll 1- 

[0 0 4 4] 
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10 0 4 5] 

[0 0 4 6] 

(litlNo. 2 7 0 8 2£>«ftt) 
SIttNo. 2 7 0 8 2li« 0*Sftfflft»:fflmi-T«*$4xfc±*fm^5> 

[0 0 4 7] 

«* 0>*39&«-t-C<D*»*tt** 1 (SCOT 5. hf^ h n-^SS^ 
±r<DJS#»tt#ftfc»»JWK:jfcg U 25lCfcT4ailM*, K&l. 5~2. 

[0 0 4 8] 

»f£^ft#teti, MiuraOLCA ^U- MMiura, K. JoiU 5 M. Kudo: Trans. 
Mycol. Soc. Japan, 11:116-118. 1970)±TOJ»«US<J#gt)£Lfc. ft^ffi 

f>«t«-C, *WMlfc*5— 2 1~4 0»imWfiJ-Cfc*) > (1. 5~) 
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2-2. 5 urn CDS ttttifi*^ 1-2 (-2. 5/im) 05W8^ £ jfeWBl < 9 

5 (-6) X2. 5-3 (-3. 5) /imtfcot M&Xh*) 
[0 0 4 9] 

No. 2 7 0 8 2**!*, 2 - 2 6 t<0i&&«HrtT£W*Tfig-C*> 19 , gig^W 

X (0*tt8!) ±-0*£Sftfc. 
[0 0 5 0] 

von Arxl^<fc £> Jlj§tf)#!iiS2P(J. A. von Arx: The Genera of Fungi - Sporu 
lating in Pure Culture. jg3)i£, ^315H, J. Cramer, Vaduz, 1974) lo&Xfdo 
mschb(K. H. Domsch, W. Gamsio T/T. -H. Anderson: Compendium of Soil Fu 
ngi. ^859H, Academic Press, London, 1980) fcjfctttfc»tt¥tt1*« 

icm^Xs No. 2 7 0 8 2«tt*35£##«»3T* U^-*J* m (Link (18 
09)) (CJi-f£<b#;i<b*l7bo Hfot, Z<D&m&&T*l'*- 
£AJ^<D 1 OCD#£ LTHIfcU Ztl&T? x^t-No. 27 0 

3E**0 < tf rfjJC 1 T i 1 # 3 * 3 0 5-8 5 6 6, ICFERM BP-65 
3 9 t LTffteSJh/T^a (»KB : 1998¥l0£ 2 0) o 
[0 0 5 1] 

[SU] 
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*1. No. 2 7 0 8 2fc©Jg*&# 



G : #«CflH6lfcK 1.5-2. Sen 
S :Fm ¥S* 7x;^«H 

**ffl$-e* 'J -^«fi(4D3-4B3K 
«»-C^-P>i;efe(6A2) 
S fcttK6«ta- U >S? 6(6B4-6B5) 
R : «f *»T!»&(7E8), 



«?c<Difco 0013) 



G : #*£«IIWtt, 1.5-2.5ca 

1/ > y fi(7C4)~ 
Kfil*»fi(7D3K 

*5«fcuf*i/>yee(6A2) 

R :B8tlfi(7F7-7F8)Uifcf), »6©W«tt 



G :##Cffl)f&|*K 1.5-2.5CB 

<ta-eaS l/CV^* (sutaergedK 

*l/>yefe(8A2K 

ea5TjJt6i«e6(4A2K 

^raSrSft(6B6-6E8) 
R : ©*I6(6F5-6F7) X £<fcV 
eS5T?Hfil*efi(4A2) 
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V7u-?*% h G : 1.5-2.0d 

S^(Difco 0190) S : PW&> t>*W&8LX^Z. 

(6B4-6B5K *J,fcVlSS5T!IBS^»6(6D6) 
~»S(6B6) 
R :»fi(7E7)-l«»6(7r7)-Cfet), *o 



xv- V > Yp Ss «^ G : 4M*CJMM& 1.5-2.5cn 

(Wfco 0739) S : PJJ^ 7 *;Vb«, 

*J«fctFHU-5tAj!fi(6D6-6D7) 
R : W4^»fi(6D7)-BS»fe(6F7) 



G : JMTCIMIft, US-2.Scm 
£5*c<Difco 0386) S : m »K »tt, 

(3F5-3P6K *LX 

R : **#-Cie*Sfe(7F7K fcgTCKft 

& * v > *JMm) ~R6#a»o & 
»S(5D3), %zvm^*\'>v&o 

MY20 G : *ttC*M& 1.5-2.5W 

S : P3)^ **JWMBl/tt*4. «9tt-^«tt, 

tffrofctfl/ >^fi(6B4-6B6)tfe 0 * 
* L-cea5-e*V>^efe(5A2)-Cfe5 
R : jfi5^-2>V^fe(6D7-6D8)*J<J;V 
W2^*l>>y& (5AS) 
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G : IfftfcffllffiHfts 1.5-2. 5cm 

* *SCr«VM»6(30M-30E4)T» >> , 
* V > S> Sfi(6A2)T? & 0 , 



s :3D=-ai, r -.mm 

*^mbfH«tm^ VT't.vi'lgmmX, 43j;tfHY20**©*BiS«lfcJU JCM Catalogue of 
Strains (Nakase, T.,S66HS,ffi617H, Japan Collection of Microorganisms, the 
Institute of Physical and Cheaical Research, Saitana, 1995)C2-3Vkfc« 

[0 0 5 2] 

*1-a. — -s • >^sY-fyt • ■ *y- (Kornerup, A. fcitfj. 
H. Wanscher.ff 3JK, IS252H, Methuen, London. 1978) lCg-3<. 
10 0 5 3] 

WF2 7 0 8 2Z>M£tt, *WiW#t>fcIS*$*lfc»^<0±«) Ciltt. 

-ihoy^T^y, 2— r^y^y v*ffSrfflv>5fe3S) cij; 

5AI»Sllft«r-&tf, WF 2 7 0 8 2 3 r t 3£;gc(0£g#cD 

[0 0 5 4] 

(WF 2 7 0 8 2<DM±) 
±ESC ( I ) Oft&mn 5 *>, WF 2 7 0 8 2 fi> AlCj||-f 5W 

F2 7 0 8 2g±#£ > »%nmT m*.tt, mmm, mtmrnttx) 



(Difco 0552) 
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[0 0 5 5] 
[0 0 5 6] 

3A*» (wheat germ) fcif, * &W^*«*Jj:lf#«IO 

[0 0 5 7] 
[0 0 5 8] 

[0 0 5 9] 

^7 7>fy, JJIfiSjft (fatty oil) , ffifttt* ftfttt, f!> a-Vfcif) tfKftl 
[0 0 6 0] 

raw fcio, a*six#6. 

[0 0 6 1] 

&§ltt> ««\ ffii 0*0*4 0*0 twin, ff*u<«»2 ot^3 otcoi&g 
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»U»5) fto* 
[006 2] 

»ClvT\ »bilfc»*^n^S:, WF 2 7 0 8 2<D@JR<Ofcfcfc, 
[0 0 6 3] 

a; (i) <oik&to<o*>%>* R l #**A>-ni>9* R^^-efctK r 3 *Mc 

2 3 5 2 2 0) t*5ft^»tt, J P-A-7-1 9 6 6 8 6-»KGtt 

©WfcHEotHBtSCt^**, rjlttSfc, WF 2 7 0 8 2£±!5<£>J; 
9 ICRS! LT&Bfc«#&tf it* 5 iot^ £ t Z> 0 C<D 

[0 0 6 4] 

WF 2 7 08 2H, fe$tftV0<OB1&-?h*)ft % ::fttt**WeO«fflrt?i>5 0 
[00 6 5] 

[0 0 6 6] 

WF 2 7 0 8 2BfcitfFR2 3 5 2 2 0$:, «R{frg*£ LTffl^fco 
[0 0 6 7] 

PV/^ftft:^, 7^^D^^-/^|> 0. lm 

1 RPMI -1 64 OJSifi (1 0%CO^ VJtei€jfiL^ (FBS) % 5 0mM<D2- 
J/Vjjzfb^fi (1 0 0»fi/m 1 ) M/T^h^ 

(l oo/i g/mi) SrM^sLfc) «:Ba l b/c^^^#»^fla^i x 

1 0 5 fr&fr) ^-CUtTL, rftlCftCDSjfttt (2 CI 1) (1 a g/ml)* 
j^DLfco r^*ffll&^3 7 t CtCT, 5%1C0 2 #H«Tfc"C, 7 2^^(-^ 
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;W>8»WJKtt*r, MTT[3- (4, 5 -i?*f-A&T % /*-A'--2-'(A') — 2 
, 5-v J 7x^-2H-fh7/y^^7'o^ K (MTT) ]£3f?jB7cT y ir 

[0 0 6 8] 

WF 2 7 0 8 2 Bfc* ^/-/W+KSflpU R PM 1 - 1 6 4 0 & 
U &m&& 50ng/ml *1t\tZtlSkTt * 5 i 5 »»HJ6iO Lfc, 
FR 2 3 5 2 2 0 y -/^(C&a? U RPMI- 1 6 4 0Jgifc*-C$ bid 

#JRU 5 0 0 n g/m 1 * fctttftETFifc* «t 3 WfcfcWSl Ufc, 

m%ZZtl?tl% 2 *5 Jltfft 3 
[0 0 6 9 J 

*2#J;tf3 5 WF 2 7 0 8 2 B*5J;tfFR 2 3 5 2 2 Oil, fit 

cD3i7imzj:*)mmi$tiZ'?vx» ^<m&sitBas & m mztm Lit 

o WF 2 7 0 8 2BI1 4* r. t *fcd>ofc. 

[0 0 7 0] 

[&2] 



«2 ffiCD 3tt*£ <fc DSS^Sft* v*^ U >^<«tt«ftsfil6C*»«WF 2 7 0 8 2 
BOSS* 



WE 
(ng/il) 


50 


25 


12.5 6.3 


3.1 


1.6 


0.8 


PIS 
(X) 


113.5 


114.1 


111.7 86.6 


46.1 


19.3 


4.4 



[0 0 7 1 ] 

[£3] 
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$L3 fcCD 3ffi#fc J: 0»*$niT^ U Wi#«j£<bRI&CfcW-*FR 2 3 5 2 2 



(ng/«l) 


500 


250 


125 


63 


31 


16 8 4 


(X) 


126.0 


126.0 


127.2 


125.3 


106.0 


45.1 -1.3 -23.4 



[0 0 7 2] 

(f*lfc2. "7i)^DTH (jIMSiiESO fcfc~~<DV/F 2 7 0 8 2 B<D%)%) 
mB a 1 b/c-7**£, ^T^ttlC^O, t7^l« (1 X 1 O 8 ) 

&?&ftL1t 0 WF 2 7 0 8 2 1 0 %tM£H C O— 6 0 

flu 0^jt5^8 0WSmSnft^§rtToyto Ml8^LT6 0i, t^^ik^ 
(1. 2 5 X 1 0 8 ) ££t£5CDI$&H;:ftltU 2 4^^, l$Ift£>JfflI£*V 

ir/l^-v? (dial guage) (Ozaki MFG Co. , Ltd. ) fcJB^TS^ Lfc 0 DTHO 

[0 0 7 3] 

^4ic^-TJ:5ic, ^&t<DjSflftt, WF 2 7 0 8 2 B(DS^J:<9V>^5^ 
[00 7 4] 

IS4] 



«4. WF2 7 082Bfflvt>^DTHfiJ6^©J»^ 




N 


fflfi(«g/kg) 


tettomm 
mm) 


ttffiCDitJbl] 
(g) 


(unpriied) 


5 




100'** 


1.210.2 


(primed) 


10 




0 


1.2±0.2 


WF27082 B 


5 


10 


20 


1.5±0.2 




5 


32 


34** 


1.5±0.3 




5 


100 


47*** 


1.1*0.3 


** : P<0.01 


**• 


: P<0.001 







-31- 



[0 0 7 5] 

fc ht* h^Tir^5-tf<DSB#*«8> [ 3 H] Tir^Hbt * h^ttSSS 

U: J: 0 ffiiJn^Si^ot, WTO J: 5 fc LTUfT Lfc 0 
[0 0 7 6] 

fc hT»lliafijh»!Jurkataiad»fe«4>tt^»«Lfc Q Jurkat*fflj& (5X10 8 » 
ti&) 4 0ml £>HDAig»*£ (1 5mM<D}) ]) £A (pH7. 5) , 

5%^y-feo— /U*3j;tf0. 2mM EDTA^bM^f^) flCfBSHS-frfc 
. ttSriS^j>lt (3 5, OOOXg, l 0M) KJ;0Ih]iK 

LT N 2 0ml (DIM (NH 4 ) 2 S 0 4 «r*l*bfclRia«*«t>'C**y'*--f XL 
fc, tttt^tS^^^- h^Sf StoIL/:ii:8^i (3 5, 0 0 0X 
g« 10» «C±9«W{b**T#fc»-t±}IHc»LT, (NH 4 ) 2 S0 4 « 

^/^W^, 1 0ml <OHDA«»iKlwS»S-&, Ptttffig 4 1> y bMCMLX 

mmLtz 0 »:v^, aw**, ra-ottfB»"(?¥*{kufcDEAE-fe^n-^ ( 

Whatman DE52) (25X85 mm) ±fc»« U NaCl (300ml) 

v>%m%sm (0-0. 6M) -CSW^-^fCo hyr7tf7»f^¥- 
f-*H#l±, 0. 3M*>>fbO. 4M^ffi^Na C lgg-e^t±i^tLfc 0 
[0 0 7 7] 

[ 3 H] T-fcTvWtt* h^K-k^ hy77tf7-^7yW^4() 
C0SJf£LT<7) [ 3 H] 7tf;l/g»ftk^ h:/*r»$fc«>lC, 2 0ml<DRP 
M I - 1 6 4 OJgifc (1 0%F B S, 'teS/'J > (5 0 ^tt/m 1 ) *5<fctf* h 
UT'hW (5 0/ig/ml) £*t£Lfc) *<DJurkat*flJ!& (1X1O 8 *0B 

fiS) £\ 5/iM<DK8r^y **^#£Tt\ 3 o^Htctofco-c, 3 7t, 5 

%C 0 2 - 9 5 %^#Igf*C TScm^^^^tllt, 3 0 0MB q [ 3 H 
] Stmi-VV ^ittW^^-hU JS^f-a.-^ (5 0ml) 
L-x ( 1 0 0 0 r p m, 10») fc J: 0 *J0I&£[h]JK U y 
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- (lOmM Tris-HCl, 5 0mM ffififc&'t" h !J l %Triton X 

-100, lOmM MgCl 2 , 8. 6%$/a*o— pH6. 5) IdBiBS* 

fc 0 Dounce homogenizerlij: 5**3?*—: a y (30^hn- ^) 

8^»(l (lOOOrpm, 1 Oj» \Z X 9 0JR U 1 5 m 1 <D V i/X'<y V 7 

— "C3HHsJ*LfcflHCl 5 m 1 0*ftaciMaff« (1 0 mM Tr i s-HC 1 

N 13mM EDTA, pH 7. 4) TlEI, l»fttit»Lfc 0 

, 5*i>--fcffl^T6m 1 0*ft**lc!B»$-ii\ 6 8mI(0H 2 SO 4 «rSail 

SSi££5#Pfl, 1 5, 0 00 r pmTSfrMHBU ±fi«lt6 0mlO 
[0 0 7 8] 

fc* hVf'T-fef-^— tfSttlCOV^TOT s/-fe-f-«fllTyfe>r t LT\ 1 0 

m i© [ 3 h] r^fvwmx* ^y*. 9 0m io#*H5H:*ftiu *u 

tl^«:2 510-0 3 0ftNM>*=.<<- b Ufce RJfc«\ 10m 1 <OHC 1 £ 
«aiD-r6rt^J:9#ih**fc. SHILfc [ 3 H] S»*lml^8xf;^ 
JfcffiLfcftfcO. 9m 1 (DSfllJB&lHllKU 10mlO^iy^yfU-Va 

[0 0 7 9] 

«5fc*H- J: Jfc, WF 2 7 0 8 2 B, E :fc5 JztFF & £>OT£ F R 2 3 5 2 2 0 
[0 0 8 0] 

[^5] 
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£5 ggfrlBSt: hb* h>7 : 7 y -b^7— e<Dj5ft^cP»% 



as 

(ng/il) 




1000 


100 


10 


t 




WF27082 6 


98.6 


76.5 


37.3 


1.9 




WF27082 E 


104.9 


88.5 


57.6 


11.1 


(X) 


W27082 F 


91.7 


74.1 


36.5 


11.4 




FR235220 


94.6 


74.6 


33.7 


-13.1 



10 0 8 1] 

(I*SI4 . t hB*»lfittfc*H-SWF 2 7 0 8 2 BOftlttfflltt) 
t hM*JW!S»K:#^3WF 2 7 0 8 2B<0»i!S*4flH*S\ ^^^FpCT 

^tco * o \zm& ufc. 5 o '<mm+z>o>\z.&m t ztmt&mtom 

S (IC so ; ng/ml) L£&Ji&<Dit»$ (#R8 *^^—fe^T' 

icSH-saflE^WftSr^oy h-fftr £ld«fc»3»]J£L*: 0 thTJWJSeifa 
#fjurkat*fll& (1X1 0 6 *$3J®/ml) fcitft MMlXfVtfM (adenocarcin 
oma) HT-2 9ftlJ& (5 X 1 0 4 *MS/m 1 ) 100m 1 ORPMI - 1 6 

4 0«.» (1 0%FBS % (5 0»fi/ml) *5J:W* h^/h^ 
>V (50/ig/ml) SrttftLfc) 3 7U 5%C0 2 -9 5%SftS 
H^T"CWF 2 7 0 8 2 Bt^ILfco ±EMTTSl:8o"C, 5 

5 0nml:t *J;U i y77^tU6 6 0nmi:t) W:fe3£*lc J: (9«3g 

[0 0 8 2] 

*6*Sr*6lC^*- 0 WF 2 7 0 8 2 BI1 Jurkat*M&:fc,fc tfHT - 2 9 
[0 0 8 3] 

[1*6] 
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£6 bMBjBifi||S«c^-rSWF2 70 82B©«tafi?Stt «>\£Vo) 



IC50(ng/nl) 


Jurkat 




HT-29 


11 




14 



[0 0 8 4] 

txhyrrnf-j-nfimm («*.tf. * (i) ©{b*«w 

Sfttfijk-l?? (apl) . fl(£IMUMkftjf) ©fc»©»««*JiWKKt UT 
[0 0 8 5 J 

»S*fcli«§» <L«L WW, JFF1L #tt, ft*, flK. j*. j*NU 

tt. *s. ttimntt. aw* ft#*i&\ «c#4ir) opiate is 

; 

Sill, MttKftC, fi£)SS§2i£, iSMRftfe?) ; 
[0 08 6] 

S6K, t^n^7tf?-tfnwi («*.«. sc (i) obex 

[0 0 8 7] 

he-tt&jt&, mmmtim, tmm&m, m^m, 



», **gtt33g«, mm®, jk§tti?Sl, BREffc (vasculitides) 

IBOiS^ffi^JS («*tf, ^-f-iy hJSHW'ISi-f 5 

y K£&£. ^/l^ttflB?^ R«IBft^ (conical keratitis) 

, ftm&&vx hn7^- iB^g, ^-^^sa. 

ffilStSSfc (ALS) tt^tftMHS**) ; 

ffirtttiii) . flgih&, HBS&ffi, -fcffit. £f , -jfiffllBiftjiiJSft (T I A) 13 
J:t;ilSJlLEttJHI««) ; 

<«*«, ¥tti«ttJtiitf*»J:tM-lrK**) ; 
jMK&A (ffl&rf. #*«5 5, *Stt*/h 

Ji*iJ:tFMLllt]RA*±) ; 
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P?!SS&£® MZ.fi. Vivzxj K—>-^. »IS«HE*3j:tmi6ttMRH±Wjft) ; 
£/f£ft &J»f&#> *»tt6SE. tffttfta*. 3tifi!iISfc£*5 «fcrjt& 

assies (tutf. Wimmt. rfo-Attiigft, *ttntftffi<Rii, *sg?i 

tt#»tt«HH«J8 J: ; 

J3gKii#ffi ; 
#®H4S£BI& ; 

MM («*.«. JIM. *JS, ®«#tfcli-t7<>hK-wli«) ; 
■Affi*sJ:i;*1f 9 -mem ; 

ft6(MttB»«« («*.«. w^mm) ; 

Stt»*fMr*ft [«*.«. («*.«. «#, &K£fcliS&!£, iCf«5 

«tt?«>**ftAKNSTs. m* («*.«, nw. m, nMWfftif 
m<D%& («*.«. e^e, (Bg*»«s) . mm&. < P i 

gmentosa) . =gAttJS££K> flHH***, Aflt«77U* y *{» : 
(cement dermatitis) ; 

460tfcfll»** mijK«)J:tm9tf9Sb ( 
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] ; 

t** 5 feline =< h/Wat>'C4iS«^«t*)3lter.$tV-5^* ; 

*. HWfcsJf^ h-f*, dm;* («*.«, asBttnase 

) *fctt*«t«c#* ; 

t h^S^-M/V* (H I V) (RSfe, AIDS; 
[0 0 8 8] 

lot, *36WroE3glfi^«Jtt. fF»^*[0iJx«> ftSIStt^S WJxIi. 

fclff*± (*ttfff^fcl3tt6ftttJff*£) ) ) ro&UfcJtFFKOfcftlcWffl 
[0 0 8 9] 

*S930Ea@Bj&lfett. SC (I) ©ft^wij'it^hyfm?- if pa 

%mm. mmm, mtm. &fcgt> jsihr, n— >gv, ^ 

[0 0 9 0] 
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m%£tl®Z>femX*. y?h~*. TXisTU^ vyj-y 

(re*^ *lt$^ mm, ^si mmu *tmt%u m&&#*xHt 

100 9 1] 

c t Hcaffii-afcfticii, tt«rt«4> ^3t&^£ 

5^^^, «nRrt»^-ett, t hco^ai k gSfco, a; (i) <7>fc£ 

#)CDj;:>#fc* ZmWfflO. 01-10mg(Dl Bfflfi N 

t ^(MikgSfcD, * (i) wft^ipftt^hyf 
lkg^/;^ 5t (i) (DM&mv&otetx hy^r±f-9— VW&MQ. 5 

[0 0 9 2 J 
[ 0 0 9 3 J 

[xikffi 

(£«*J 1 ) 

(1) WF 2 7 0 8 2B<Dmm±m : 
Sfr>-KS« (3 0ml) (4. 0%^>^^o— 1. 0%^=3-^, 
2. 0%^m& J T>-7>. 3. 0%j^^t&, 1. 5%*E», 1. 0%KH 2 P 
0 4 , 0. 2%CaC0 3 , 0. 0 5%Ad e k a n o 1 LG-109 (MfiSO 
% Asahi DenkaCo., Ltd.) *5<J;tf0. 0 5%Silicone KM- 7 0 (JH*&*L Sh 
in-Etsu Chemical Co. , Ltd.) Z^tt) & 1 0 Om 1 £ = %7yX^\Z&%\ 
1 2 0^30 ^PfliSSLfc. -6&SOgS§J*No. 2 7 0 8 2 frttffittStt 
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*»675^3*^ttx.ftlt, 2 5 < C|CT, 2 2 0 rpm (5. 1 c mSKD l-"C 
p-#5-5/*-*-±-C4HIHJ««Lfc. *-K#«* (6ml) 30y 
* h/i/*o*irHraWM , *>2 0 y v hA^>«MI£mit (3. o%<o^esf * 
:/>\ 2. 0%tf>*82lt&. 0. 2%(^3A^ o. i%okh 2 pcv °- 1 
%ONaCl, 0. 0 0 0 5%<E>Z n S0 4 • 7H 2 CK 0. 05%(DAdeka 
n o 1 LG-10 9*3^^0. 0 5%<DS i 1 i c o n e KM- 7 0 (pH 
7. 0) *>bfl|jftStl&) \mtH\i1t 0 2 0 !J y hA'/»<0mfl#*Xt2 0 0 
~3 00 r pm-ecO«^TiCT, 2 5^4 0WHtTL^ o 

[0 0 9 4] 
(MHPLC^tt) 
#7 A YMC Pack ODS-AM AM303, S-5 120A 

(S $ 250mro X f*9&4. 6mm, YMC Co. , Ltd. ) 

mmm 5o%r * h ~ k y 

iftii 1 b1/» 

UV (210nmlCT) 
«»ISW WF 2 7 0 8 2 B 10. 4ft 
[0 0 9 5] 
(2) WF 2 7 0 8 2 B : 
ig^Lfc^ciX (2 0 L : 3 8 OmgOWF 2 7 0 8 2 B£^tr) ^ 20L 

-Yy9±Srffl^r«iaU *SfiO*Tft*Lfc 0 #«Lfcitf££, D i a i o 
n HP-20 (Mitsubishi Chemical Co. , Ltd. ) <D%7J* (1L) 

yto :o*7A^ ^«t(;7 0%^/-;«twi 

fflStffco (1L) £2 L<D*-etfRU 4 5%Tir b~ h y^*8tt* 

ftSLfcYMC GEL ODS-AM 1 2 0 — S 5 0 (YMC Co. , Ltd. ) CO ^7 
7A (18 0ml) ±1:7^7^ LfCo r<D# 7 A£4 5%<07ir h~ h y/u* 
S«-C«ffiU *Ui Sr-bEfc^-fftflfH PLCiaH^^-lt WF2 7 0 
8 2B(C^iT5®#£S£*?«*gLT, lOg&ffifcBtK 
^^■?SlttJU »W^£S£*-CS*§LT, tott02£J£ (351mgWF2 
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7 0 8 2 BSrgftri *#fc. :^W^>f^^^;W:®«^> 2 0 
mlOi/!j*y;U6 0 (70^230>y*/», MERCK) i»£U »*§L 
TR«$"frfcc ^on*/UAS r *a[LfcBI-(Oi/y3&y/i'6 0 (2 

30ml) SrJfll*S#?A*ti"r h^7 7^H:«Lfc, ;iCD;*7 7 n d 

/uA-e»ffl**, *u*±Eic*-f»«fHPLC«c:J:0*=^-ufc. SKwf 

2 7 0 8 2BIC»«?i-SH»Sr*a«f-ejM8UT, 2 3 0 m g ©«SftO*^/U«r 

[0 0 9 6] 

(5?lfe#J2) 

( 1 ) WF 2 7 0 8 2 E^«tt/FOK**S : 

^Ifcyn^ (20L) HJStfllO (1) tjlKttKWtJWfe-CWfc. 

(2) WF 2 7 0 8 2 E*iJ:0 { FO*i: 

6t^n^ (2 0D 2 0Lor*hv«rffl^-ciW««ifca'&+6rfc^ 

Lfc 0 %&Lfc$ffi?££rD iaion HP-20 (Mitsubishi Chemical Co. , Lt 

d.) <oiiyb> (il) fciifflS-frfco :^7^^ **jj;iJ { 7 0%y^;-/u 

*»*tf«B»fl7<*/--^-C»ffl**fc. (1L) *r2Ltf>*K-C**U 

4 5%7t MJ^*©i^?E«UYMC GEL ODS-AM 120 
-S5 0(YMCCo., Ltd.) 0*9 A (18 0mL) 11:7^7^ L/c D 1^7 
A£4 5%Tir h=h»^*»«-e»BU JSmSraT^-r^HPLC-C* 
~*-Lfc 0 WF 2 7 0 8 2E#&TfF<Dm&mzttfc-i-ZUft (5 0 0mL) 
£5 0 OmL^tSRU 6 0 * y — LfcYMC GEL 
ODS-AM 1 20-S50(YMC Co., Ltd. ) CO# 7 (180mL) tCT 
L/Co Z<D$yJ*%6 0%^^;-^*gS-CSWt, WF 2 7 0 8 2 E 

Wt*ri»^/u-c*aL. ttWfttJI^-ejilBL-c, »tto»aE*r»fc. r 

AFluof ix 120E 1EW225 (20mm X 250mm, NE0S Co. , Ltd. ) \C 

, 40%>^;-;u*g»^»ffitlt 4 ffi£9. 9mi/»-cry^Lf: 
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. ffiSWF 2 7 0 8 2 Efcitf F WMS1-*jB# («J*«*M : WF 2 7 0 8 2 E 
; 7 4. 85), WF 2 7 0 8 2 F; 85. 75)) £g£*Tg|g LT, *tl€*l 
fe»tt»»0»8t8mg*JJ:tfl 8mg|f: 0 
[0 0 9 7] 
(MHPLC^ffl 
# 7 A YMC Pack ODS-AM AM303, S-5 120A 

250mm Xrt&4.6mm, YMC Co. , Ltd.) 

m& 50° c 
mm i mi/5) 

tttt UV (210nmlCT) 

(ft«F^W WF 2 7 0 8 2 E 15. 35) 

WF 2 7 0 8 2 F 16. 1 5) 

[0 0 9 8] 

h7yrjC*5V^UB$nfcffl*IB6 4 6 9/1 9 9 8%&X 
t/9 2 5 7/1 9 9 9^-$rS«ltLT^«9, **UfeOrt*tt, C fc |C± 
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INTERNATIONAL SEARCH REPORT 



PCT/JP 99/05597 



A, CLASStRCATON OF SUBJECT MATTER 

IPC 7 CQ7K5/H CHP21/M C12R1/645 A61K38/12 A61P33/G2 
A61P35/0O A61P37/OQ 

Accordho to Ir rt ai n ao o n af Petard Claw Waagoft (IPC) Of to both nfltfcmal oh— ftaaSon and IPC 



ft. FIELDS 8CARCHED 



Marbnurn. doaurnartatian uvcM (ot n iBricj rfi on systam toft w d fay etanlteg*on »y**o4 

[PC 7 C87K C12P A61K 



OooumBftUtion u trchtd other Own insimm dDaurntntalion to tha axtart that tuc* dooumnft* am induced n tr* Mob mmM 



data dm* flormJtaddwmg tha mternotiorNl rMiori of date das* and, where practical, wmti tarrm utad) 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Oai^ryO 


O**ton of document, wth ndbctiwi, where appropriats, of tha feJ«wt pasaeaea 


RatavanttoeiaaDNa 


A 


WO 97 11366 A (NERCK & CO INC ;DULSKI 
PAULA H (US); GURNETT ANNE M (US); MYERS 
R0) 27 March 1997 (1997-03-27) 
The whole document; see especially page 6 
and claim 14 


1-20 


A 


GB 2 309 696 A (MERCK & CO INC) 

6 August 1997 (1997-08-66) 

The whole document; see especially page 9 

-/-- 


1-20 



ED 



FuHh«rdwunMftO>«r»lwted U th* oontwudion ofbo» C. 



Patmtferaly mtnbtn are Mad in arete*. 



► Gfmomi Batagsriai a* cited a 



*A* daamnl oVrning tha oamnd cteta of tha art vrha* b not 
oonaidanad tab* *f partxwbr nrtavence- 



T Later dooarnarrtpebliahadaftar tha international «tr« date 
w priority data ana not la oonflot wicn the eppaoeitoi but 
oitad to u ad w atw d the pt hopta or tnaory undeflywio, the 



" awatrdooMnwrtoatpuMariadotior 
fSng data 



"t" doeumert whtoh may throw doU>to on priority otoim{«} or 
wfrtoh Is oJtad to aetata La* the puoesatton data of another 
dtotanorotharapaoiiJ reason (aa tpeoified) 

*0* otoaumert retetrtng to an oroj cfankwijrw, y 
othtr mean* 

*P* doaurmitpubraAodprkvtotliafntOTnatonal ring dale but 
latar than tha priority a^' 



"K* doowwrt of particular r»fcrwiw> ,tri»ofawm>d irTvairbxm 
oannot be oonetdared novel or can not ba considered Is 
tworve an brvartfva a4ap whan tha document it u*en otona 

*V* doaumaft of parbaulai 



document is uairU rw td with one or mora o*ier auoh docu- 
ments, suoh aombhaton being abvkxa to a pa son stated 
eitbeart 

oownwrtmBfraMroffhoMrMpatartternJly 



4 February 2006 


Data ot mettrrg of tha tntamational aaaron report 

1 6. OS BOO 


Nnwindimliny mil ■ m at tha R3A 

European Petant CTRee. P B. 581B Peheiaaan 2 

Tet (♦S1-70)34r>aCHO.T*.Sl B51epuni> 
Fax: (^5V7O)MO-J01fl 


Authorized ofltoar 

GR0ENENDIJK, M 
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*%tr Application No 

PCT/JP 99/05597 



ClComimialon) DOCUMENTS CONSIDERED TO BE RELEVANT 



DATABASE WPI 

Section Ch, Week 199540 

Derwent Publications Ltd., London, GB; 

Class B02, AN 1995-3G4271 

XPO02129775 

& JP 07 196686 A (TAKEDA CHEM IND LTD), 

1 August 1995 (1995-08-01) 
cited in the application 
abstract 

WO 97 35990 A (0ANISON TIMOTHY F ; HARVARD 
COLLEGE (US); TAUNTON JACK (US); HASSIG) 

2 October L997 (1997-18-02) 
the whole document 



F«m rCTASA/ZJO (nntnuKn 0» BOCOnd »r*>*j Wufy «92) 
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INTERNATIONAL SEARCH REPORT 


International appiioetkm No. 

PCT/JP 99/05597 


Box t Oosewtfone wttere certain da) ma were found unsearchable (Continuation of Item 1 of first sheet) 


Thb International Search Report hn not betn esloWbhed in respect of oertdn daims under J 


article 17(Z)(«) forth* (dtowtng reasons: 


1. [71 CbJrneNoa.: 

bemuse they rotate to sub}** matter not recced to be asarohed by thb Aulhorty, name*/: 


Although claims 12,15,17, L9 are directed to a method of treatment of the 
hurnan/ animal body, the search has been carried out and based on the alleged 
effects of the conpound/composition. 


z. H cta^r*..: 4,9,10(partially) 

— because they routfa to parte of the InJernejiona! Appi cation that do not oompfy with ti 
an erfentthd no meaningful IntemdbneJ Seareh oan be oairiwd out, epeerSoasy: 


ha prescribed reesi dements to such 


see FURTHER INFORMATION sheet PCT/ISA/210 




3. n Oeimalsbi.: 

baoauao thoy ara dependent oatime and ana not dratted in oooordano* wih tha eeco 


nd and third eentenoas of Ruts 6 4{a). 



Box II Cbeervetione where unity of Invention <a (setting (Continuation of Item 2 of first sheet} 



Thb bterrtational Searching Authority found mufepl* invorttions in thia hiemabonal application, as foftowa: 



1 . I I A» a I required adds ionsf searoh fees ware timely paid by the epplbenrt, thb I rt. motional Searoh Report covers *B 
1 — ' searchable eiaimt. 

2. [ I As el searchable cbvm eoutd be aeerched without effort jusfifying an addrtionaJ fee, this Authority did not invite payment 
of any addflbnd tee. 



3. f 1 Aa only aome of the required eddiiend searoh face were timely paid by tha appficanl, thb tntemottonsJ Searoh Report 
^ ' covers onry those dams for which fees were paid, spocthoaily otajms Noa.: 



nn no 

real 

1-3,5-8,17,18 (complete); 4,9-16,19,20 (partially) 



required adds banal search fees were timely paid by the applicant Conwquertty, this International Search Report is 
triouad to tho invwrtioo first mentioned in tha dbma; it b covered by daima Mce.: 



Re mark on Protest j^j The addftiond aaarch fees were accompanied by the apptbanfa pretest 

| | No prated acoompanbd the payment of addStione) search lees. 



Form PCT/ISA/21 0 tcorrbnuahon of first sheet (t )) (July 1 898) 



-45- 



(nUmrtM^pTOonN.. PCT/JP 99/05597 



FURTHER INFORMATION CONnNUEO FROM PCT/1SA/ 21Q 



Continuation of Box 1.2 
Claims Nos.: 4, 9 .Impartially) 

Present claims 4,9 and 10 relate to a compound or its preparation defined 
by reference to a desirable characteristic or property, namely a histone 
deacetylase inhibitory activity. The process of claim 9 is only described 
in terms of the compounds to be obtained and does not itself define said 
compounds. 

These claims cover all compounds (and processes for their preparation) 
having this characteristic or property, whereas the application provides 
support within the meaning of Article 6 PCT and/or disclosure within the 
meaning of Article 5 PCT for only a very limited number of such compounds 
(see claim 1). In the present case, said claims so lack support, and the 
application so lacks disclosure, that a meaningful search over the whole 
of the claimed scope is impossible. Independent of the above reasoning, 
the claims also lack clarity (Article 6 PCT). An attempt is made to 
define the compounds and also the process for their preparation by 
reference to a result to be achieved. Again, this lack of clarity in the 
present case is such as to render a meaningful search over the whole of 
the claimed scope impossible. Consequently, the search has been carried 
out for those parts of the claims which appear to be clear, supported and 
disclosed, namely those parts relating to the compounds defined in claim 
I, their preparation and use. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
Is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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IrttfnationaJAFplioationNo. PCT/JP 99/05597 



FURTHER INFORMATION CONTINUED FROM PCT/I8A/ 21Q 



Claims: 1-3,5-8,17,18(311 complete) ,4,9-16,19, 
20(all partially) 



Compounds as defined in claim 1, their preparation, their 
compositions and use and a strain as defined in claim 3, 



2. Claims: 11-16, 19,20(all partially) 

Compositions as defined in claims 11 and 14 as far as 
relating to a conpound according to the formula of claim 11 
wherein R3 is hydrogen and R2 is methyl and their use 



3. Claims: 19,2G(all partially) 

Use as defined in the claims 19 and 28 as far as not 
encompassed by the subjects 1 and 2 
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mwifon on p«om firttty nmntxn 



(TTtM- AppthwUon No 

PCT/JP 99/05597 



Pedant document 



Pubiloatton 



WO 9711366 



27-03-1997 



Petw* lamly 



AU 
AU 
CA 
EP 
JP 
US 



712801 B 
6979896 A 
2231251 A 
0855G24 A 
11514857 T 
5922837 A 



Publication 
dot* 



18-11-1999 
G9-04-1997 
27-93-1997 
29-07-1998 
21-12-1999 
13-07-1999 



G8 2309696 


A 


06-88-1997 


US 


5922837 A 


13-07-1999 


JP 7196686 


A 


01 -68- 1995 


NONE 






WO 9735990 


A 


02-10-1997 


AU 


2990597 A 


17-10-1997 



form (pewi tam* armeq (My I96Q 
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(51) Int. CI. 7 
A6 1 P 



33/00 
35/00 
35/02 
37/06 
43/00 
1/14 
9/99 
21/02 



■WJE* 



F I 

A 6 1 P 35/00 



35/02 
37/06 
43/00 



1 1 1 



1 1 1 



C12N 1/14 
9/99 

C 1 2 P 21/02 
A 6 1 K 37/64 



A 



C 1 2N 



C 1 2 P 



E P (AT, BE, CH, CY, 



DE, DK, ES, FI ( FR, GB, GR, IE, I 
T, LU, MC, NL, PT, SE), OA(BF, BJ 
, CF, CG, CI, CM, GA, GN, GW, ML, 
MR, NE, SN, TD, TG), A P (GH, GM, K 
E, LS, MW, SD, SL, SZ, TZ, UG, ZW 
), E A (AM, AZ, BY, KG, KZ, MD, RU, 
TJ, TM), AE, AL, AM, AT, AU, AZ, 
BA, BB, BG, BR, BY, CA, CH, CN, C 
R, CU, CZ, DE, DK, DM, EE, ES, FI 
, GB, GD, GE, GH, GM, HR, HU, ID, 
I L, IN, IS, J P, KE, KG, KR, KZ, L 
C, LK, LR, LS, LT, LU, LV, MD, MG 
, MK, MN, MW, MX, NO, NZ, PL, PT, 
RO, RU, SD, SE, SG, SI, SK, S L, T 
J, TM, TR, TT, TZ, UA, UG, US, UZ 
, VN, YU, ZA, ZW 
F^-.M##) 4B064 AG37 CA05 DA01 
4B065 AA57 CA24 CA44 
4C084 AA01 AA02 AA07 BA01 BA16 
BA24 CA05 DC32 NA14 ZA75 
ZB08 ZB11 ZB26 ZB27 ZB38 
ZC20 

4H045 AA10 AA20 AA30 BA13 BA30 
CA15 DA55 EA22 EA24 EA27 
EA28 FA72 
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